Page 1 of 1 



m)B*mmtf c p> (t2> & 0 4t & ^ (ii)»ffaiR&«ii# 

#lfe¥lO- 509181 



{sDinta* mam f i 

C0 7D2S5/2ii C0 7D 295/22 A 

A&IK 31/40 A6 1K 31/40 

31/445 Sl/445 

31/495 3l/4fl5 

31/535 31/535 

msiUi « ^Bf^siKsK « (±48 70 mmm< 





















¥1^9^(1997) 5 ^ffiB 








PCT/USSS/l 5 381 








W09$/l 5 78 1 








8 ^(1996)5^306 








08/844. 34 1 








1894^1 1^22Q 




rjiu;!j^f«si. JKi^r^J-w 71118. 


m)mmmm 


*Bi (US) 












1153 



















(57) im] 

MffiSa t*lKft«iiSt0|Bi«)S«(adheieftce) ^mt 



http://ww4.ipdlAnpit.go.jp/Tokujitu/tjcontentdben.ipdl?N0000=21&N0005-nGbKv3ph... 1 1/29/201 0 



Page 1 of 1 



1 0 - 5 0 9 1 8 1 



5S t' </j ® ^bg * * St th T -o i a^-r- ^ *b <o -t-s^ ^ :^ o 

iSfM", M^iSaJiagf^Ctunor cell attaclTnent)i;jiLy!:^ig;#:- V 

4. ^W^\^^%ti.^^^^Q>^'W. % 



5. a^Sf<ii^*&tiiWiOz-'eBfe^*'S;: 



7. MS*Mltii^:<J^7 7>'-> >^>t{i K.'^7.-f-y^i^R5l<?>1b'g-l^-tf<fc-<:-.ffi 



X-H— >0 

li 

B— OX' 
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(3) ^mW- 1 0 -50916 1 

R,-Nr-(CB«)x-N-[(CH,),H]t-[(CHa),N3i-R, (ID 

! I I i 

Rs NjOr R« Ro 

ttj^^mr n,^ > jv. '-o y-Y >V\ 7 a '1' jv. t -t ^ ') 7 
:t DT-tif-JW^ p-MW-fH', t -7* ^■^•v•^?^^>K:::.J^^;tti2 , 2, 2 - Y *) 
^nn- t -7*b*>':^j,'i/>K^JU-t-S>ij. x. y ^<!: CJ' z tiRl-J Ttrti^^of 
2-1 2<r>mk'C^lt>^ ) tc^i'it**t-*'&ll3j?<^iE@^4iSiaR«:^So 

H 

R«-r-(CH*).-B (III) 
1 

Rj 



10. steiEK'ftM^sitaiN^ortH^^:**^ : 
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(4) 0-5 09 1 8 1 




(IV) 



JV YJU, t -•/h4r->:^T.'U?K:::JV^;tt3:2, 2, 2 - ^ 'J ^' n D - t - / ^ 4i/ 
.'U )UT"a6> tj . R 9 !4 *^ ^ /t:{4 C 1 - C 12 ii® ^ c !4 jj^felg r JP^ ^t-'T-^fc 

N-0- X 

13. ^^^iS*;!)* t: D 'J / , U v / . v / Js J: CF^ JP?^ / ii-. h 

1 4 . ^Kit<ti^«S!tai N. Oz - fflt^^ : 

\ a)y (R' R' N-N, 0, ) J (VII 

WM%l.l^M-^\ih^%<iyWi'km'^^^ . Lti: (R'r'N-N. 0.) iiii^'i 
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(5) 0-509 1 8 1 

■yi^Mm-^^ . tig* -p xk'^x <t < . x a i - 1 o <d^^ 

'^'i>n. x' ii^mM<DPyi^^j^j:mit^^.t^l. 1 - 6 c^)S^-C-^ i5 . y Si 1 
-1 8<?)^^-eafei9. 7i:3t:L. y ^^'J.^^^ < k ii 2 </.->m^ . ^^^Lim-ifzii 
^'^ot:i/^TtJ:<. zii:l-20 c^)^lgc-C-^ . K ii-ft^ l5 4> -11,* ^ 

[R-NCH)N(NO)0-],X (V I T) 

. -C CO) NHi, -CH (0) . -C (0) 0Hi$J:CF-N02:$^%*-&^J: 
Ci-.M7JW^)W, -C (0) CH»isJ:C»f-C <0) VHzV'htH&mx^m 

1 6 . ^mmi\:sm^iiii<^2 Oz'ttt^t^^ : 

R,ReN-N~^0 (.VIII) 
N— OB, 

+ ■> ^ Ji T -> Jl' t ^- >''^U5fe S Jt/S: C itS^-T ^l'. C 110* k 7 
TV -> i* K ii T 3 ^- v-^SJgi 3i ltT(.'^-& C X- 1. ii^ij i C 5$- 



lit+n-//www4 mHI innit an in/TnViiiifn/tirnntPTitHhpn mH19Tsjnnnn=9 1 /«r>jnnn'^=nrtKTirv^nVi 1 1 790/901 0 
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10-509181 



yf^'ytf^ii^h'ti^- -y-cmm ^ itXi-^lb C 2- 12 ii« ^ C > - 1 ^ :t k 7 

(/^tr^l'^:^-^?-^ K»'-ib-lti'*U->X. afe-oi^^{JR3{i5t- (CH2) „-ON = N ( 
0) NR1R2 (sii;^?. n 2 - S <^i£?rr'<fe J? > RiJ3J:crRiJi±|&JcSe^tr^ 



17. Ri. R2^^<^:0'R•iii'^-7•t>g^oOa^::/^^-J■*>'^ f^jjt KD^vllg. 



o 
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(7) 10-50918 1 

WLiam^l (nitric oxicte^releasing agent) ^ ffl v^T iii[$L!?I K is it $s«t >) X 

^ti5i: a^^*^ffl^d^»gi«^^<???@^4^m<?>^g* (adhesion) 13 j: a^t^njgtilfl^ 

^.'^«^»CadlTesion)(;ti, VCAM. VLA-4, E--tl'*"^>' (E-select 

in) hXCf-y T 'j ;p - 7. X (sialyl-Lewis X) <?? i -i ^'^^WjI (^'^'Tssive 
structure)a?.:/|-^T'&o IflJtit^. li^W(0^/^S'^<oS*Caf'hesion)tca. v 
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(8) ^¥ 1 0-509 1 8 1 

(//3 2»'-«5«^it, -S-WS^Si+Wt-. #<c^vJ§ «?iJ;c!i-\ IS^?Si5 J: O^^L 
■ig) n^MSSMrafe-gi (Liotta, Cancer Res., 46, 1-7(1986); Terran 

ova et al,, P(*\S USA, 80, 'M4-*t8Cl963) ; Terranova et a1.. Cancer Res,, 
42, 2265-2269(1982); j; O'Vlodavsky et al . , Nature, 289, SO'l-aoedaSl) 
) o ^5-ytjt$fflm®!«(<:el1 adhesion), ja?!. 1^iglS!§#a#^i3 <S: 0=^^ 
^l:c0^ejS^:^&^i^'ft:•r'& f1?ix.iir, Timpl et al., 3. Biol. Chew. , 254. 993(197 
9), Engel et al., J. Mol. Biol., 150, 97(1981), Kleinman et al., J, Cell 
. Biochetn., 27, 317(1965)^3 j: yJCraf et al,, <j3n, 48,989(1987)^,aa) ^ ^ 

:=.>K^^ t (attach)-f ^ 

^, ^&m<^m^mm<^m^^&^^m^m&lX'^>& (Hujanen et al., Cane 
er Research, 45, 3517-3521(1965)) „ it^m^AWm^mmM^KM.^fi'i^ 

^^ma^ 5 - 7}l't D'?-7VJI' (5FU) , ^iy^z^'yy (MMO s -> x 
T''?-?^^ (CD DP) t^zii.T V>)T^^ 'y-y (ADR) c^) J: t 'Srfe® 4 r^fiS 

oT^B^g^fi<jBil|lv XTi,r^!-&^«afl^|?fea^ (foreign body exclusion raechan 
ism) ^ j^^^-t-^ r.tizX t5 ;g t f^Jg-t K/^^jiHf ^^T ^ o i % * /v^ i it 6 
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O) 10-509181 

mm^^ ±l5<¥^^l5&^plfl^J (Biological response modifier bKM)</.)J: 

*i]#l^^5. 3 0 6. 7 1 4-^ (Okzunoto et al.^ 1994^ ''.R 260 )i3 j: 
*i|!^S^^5, 0 0 4, 7 3 5-t (Okaraoto et al., 1391^ 20) k{J, f 
S> -2, 3-->'t KDfK'j7'l'V-Jl.i3i:(/ (S) -2, S-vtKnsH'JT" 

i Si T -& o 

^}l'-D- V>l::i- $ - ^ 9 K<Ty I >) t^v ^ ^Ril#I^^4, 9 S 5 

, 4 4 5-§' (Suzuki, 1591^^1 15b ) V^^1^(Jymmnh\^X%%^iilX'Ah^ 
*il#et^5. 2 4 2, 6 9 2-^ (Pjaldetti et al., 1993^ 9,^ 7b ) 

^mm^'m^, 2 3 1,0 8 2^ (Sdiasteen, 1993 ^ 7.^270) t^K 

t^$ft & t > V ^ - y S^'ih^-t^-.^m^^Ccell adhesion) j; cF.p< 7 / - ^^ffll^ 

Ktyr-ile-gly-ser-^rg §:-g-tfl fl^ 3-D 7 ^t#^tilSi£:H^ 0 2 7 8 7 S 1 
Iwamoto et al,, Science, 238, 1132(1987), i cJ'Graf et al., Biochera 
TStry, 26, 6896 (1987) (I^^-^ llTi/^-Oo 9 5 ^ >■ ;3 1 -^r-f- KjS J: 

hnson et al,, 1992:^12^290) Ufeii? tLT<.'^<>o lK^$'ia#-?-'&>tif;>t^^y 

^ -zt^ K(7> J: 9 T V- JKb^ 7"-:^ K ^-Jg^T-o vl t »^7p:11#!^ ^ 5 . 0 3 9, 
6 6 2-^ ( Schasteen et al . ^ 1991j^ 8^ 13 g ) H f ^ ^i. T '^^ 4S o ? ■> )V T ^ 

y T >i.4r- )v M u y > T ^ K«^§:^fl^$K#<?>rSi!S:^^Sfc t T5|eii#if^ 5 . 0 3 0 
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(10) 1 0-509 1 8 1 

,6 4 2-^ (Fuller etal., 1991 7^ 9g) tc|a^Sitl.Tt/>-&o Ccf.>T5 V 

{J 5 - ') + -> ^i- - -if Ra#3j i L. Tie t . m?mm^^ t i- 

5- {2 tia-^y-y )l) -4, 5, 6, 7 -f- ^ 7 )i KD-t J^y [3, 2 
- c. ] 'J V ©^l&}-^^c^)f^«i>(7>ftffla5^Si^lSp^ 4 , 9 6 3, 5 5 9 (Slj 
zuki, 1990^10.^1601 tC|eKSi*lTV^i-)o 

a6>^>.ft<O^T7, ^ T.^A'^ ^JtXT^^HSg (castanospermine esters) ^^(fij 
X ? y X ^ 5 >' CcastanosperTnine)<7>js:^ tc i -& Ra#39^ 5|e i!4l!^ 4 
, 9 5 2, 5 8 5-^ (Sunkara et al., 1990*^; 8^280) is J: Cif*i!#|^^ 4 , 
7 9 2, 5 5 8-^(^^n^'*L!aicSi*l.T'/^'&o 

7.^^1'^^-r-€>a'g-^Ior.)|te^^}'&ac^)r^Jt)<??jSffl»5^iiiit^^4 , 9 4 6, S 
3 0-t (Pulverer et al,, 1990 ^ 8^ 70) tc*eftSillTi'^-g>^ 
Terranova et al. (a982)eif|a)n {j , i,<>|t<^ft^l4SfflBat ^ ? J-Stl" 

0 0 5 # ( Fukushi ma et al , , 1992 12.^ 29 0 ) tc|£5t ? li, T '/> -& <> 
ii::«^7jfci!#l^^5, 1 5 1, 3 6 0^ (Handa et al,, 1992^ 9.^29bi ur?3 

im^, 13 7, 9 19^ (Igarashi et al., 1992 ^ Sgllg) (cfet^'i^T 
n 7. '} (black currant)^);{l»--6t#/cgitl*^^^ r^«ilS^M)i!c^1^<?>#l 



http://ww4.ipdl.inpit.eo.ip/Tokuiitu/ticontentdben.ipdl?N0000=21&N0005=nGbKv3ph... 11/29/2010 



Page 1 of 1 



(11) 1 0-509 161 

( vl i-i Jl 'f 3 -^-^ y^y^v^T'yyY Ceicosapentanoic acid)^ HXJ^-yit^^ 

KCarachinoic aCTd)or):fe:i^^S5^iJS^tirp$ijT^->) -C^^t i-> ^- tX-'m^^^ 
(cell adhesion) HXU. ^iHzX ^SK^^Pjik-t h r. tii}^^mM^^ 5 , 1 
4 1, 9 5 S-t (Crazier-Willi et al., 1992j^ 8,^250) KEK?ii,Ti/>-&o 
^m^<r>mMB.m0^m^^mt& k ^J- f - >- , r 7* >J > (Abrin) j3 XV^T 
:^^;:^CAbru5)T^^^I/f--><7)iS4-«*7itiiiitl?^5, 0 5 3, 3 8 6# fjung, 1 

^Bgt4l'4mi:i-«>MJg«^t^Pfem«5 - T ? / - ^ jtrf^UftT 5 / - 1 , 2 
, 3 - )■ *}T:/-}V<D^^i)i^m^mm5 , 0 4 5, 5 4 Sf- (Hupe, 1991^ 9 

adonski et al,. Cancer Research, 51, 6073-6078(1991); Dong et al., Cance 
r Research. 54, 789-7793(1994))^ m\'^ff>\\ 0<^.'>^^-i:}mm'^1^'^-^'^^^'r 

i,zt 3&^r" i ?5: 1/^ i t T ^> * o N 0 tifemr -& ^t>^i:. &rA-^i->nQ 
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(12) ^SiW- 1 0 -509 1 6 1 

^it-ft^T^. (Oxides of Nitrogen, Enviromental Health Criter 

ia 4) (Mn^Mmm l 9 7 7J^) ) « '(3&oT. ±^1k(D±^^ 

h D 1; -t: 'J J: 0*- h n y -> b »J ^ AH^i^t ^ (Ignarro et 
al., J. Pharmacol. Exp, Ther., 218, 739-749(1981); Ignarro, Annu. Rev, 
Pharinacol, Twicol,, 30, 535-560(1990); Kruszyna et al., Toxicol, Appl. 
Pharmacol., 91 429-438(1987); Wilcox et al., Chem. Res, Toxicol., 3, 71 

-76(1990)), i^ll5(^)-^ta■^!±Jti^fit)^^e•t^*-&55^ i^^fti^ inmit^mt'i^ 

f'^<DM^'t-fftX^^'ti> (Ignarro et al,, Annu Rev. Pharmacol. Tcwico 
1,, 25, 171-19ia985); Kuhn et al,, 3. Cardicvasc, Pharmacol,, 14(Suppl 
. 11), 547-554(1989)) , ^h^zTiUi^ h'&)^m^^.ii:'yTy^m<04m 

^^^^D?-*. ^muo:^^^^. (Sraithetal,, [-^i^^^kzES^m^^m^ 

^tJ^mm.&5^^i:^ln,hff^Am<7>n'&i:.UT&^m ( potpourri of Biologi 
cally Reactive Intermediates" , ^'ological Reactive Intermediates IV. Mo 
lecular and Cellular Effects and Their Impact on Hunan Health) OlVitmer et 
al.ig). ^Mkm^L±m¥i^iiif&M^. ^283 # ( /k + i. /l'"., 
B^if ^ 199 1;^) 3 65-369H (Advances in Experimental Medicine 
and Biology Volune 283(Plenura Press: New York, 1991), pp. 365-369) , 

IUO2- { FNONOj^- hj ; "NONOa t e" ) tn^* t-g^WT-&ib&4^ 
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(13) 1 0-509 1 81 

CS Adv. Chan. Sep., 36. 143-149(1962)) „ Longhi J: o^Drago, Inorg. Chem, 

, 2^85(1963)^^82^ ■ZhC^(^m^^<0^<ii1}^i^.ttzii!}Mmi^^^mit 
§^^®:tiiT-oCi»^SQ>:b*'«.T'/>-& d^Jx.**. ^taragos et aT,, J. Med Chewi.. 
34, 3242-3247(1991)) ^ 

•ti>1im*^m^^ii'f'i rnV'^. *il#S^^4. 9 5 4, 5 2 6-^) o v11tf3<?> 
it&^iiT:^:^>nH2 02-£ttiii^<r>Umi^i:t^-rit>^ Maragos et al.. 

:tl7Il^fei4<t:l-.&.Ji'S«^^ <^-Ib^i^lfe til T-&5&^*i o 
i ^ » U ®-ft^^ 1- S[ tii ^ -2. i t ^^mfiaj <3*J.T^^ »t- «iJ(7> V V - X(7?^ 
^JSi:^ R- S-NO^jtw^t-a-^ti. hDy^^«-JV->9^X-f^><> (Starn 

leretal., Proc, Natl. Acad. Scl. U.S.A., 89. 4*M-^M8(1992)) ; S-^h 

it> 1 9lBft ^ iiTV''«> (Gapg et al Biochem. and Biophys. Res. Com 
nu. in, 47^M79(1990))^ \.it^L^j:t^h. R - S - NO-N OE.sS!iji,SifeK) 
\:.Wk'r:%y}mW^\..\'^ (Morley et al., 3. Cardiovasc. Phaniac 

ol . , 21, 670-^76(1993)) ^ [W) , ^ %■ v K :5 (molsidonifine)^^ >) y fr ? 
y (linsidortrine)(?> j: ^ jSr-fb-g-ISi ti:N 0 1'Mtii ? /s:*^(;t&i-^<t: W5:3^:*t 

fJ!)A{i\ Maragos et al., (^|e) ^Mo 

, 0 3 9, 7 0 5 -^s ^ 5 , 155, 1 3 7 -^^ ^5 , 1 8 5, 3 7 6 -f-. ^ 5 
, 2 0 S , 2 3 3 ^ 5 . 2 1 2, 2 0 4 ^5 , 25 0, 5 5 0 "t. <d 

(fi^w.m'p<r>^mmf-Bim^^ 07/950, 637 (1992^9.^ 2 3 Hi^i 
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(14) 0-5 09 1 8 1 

m) ^ m(fO 7/8 5 8, 8 8 5 ( 1 9 9 2^3.^ 2 TBdiM) U^^^jSt-i:- 
m^^i^mmtlxm^^iiX^^^i, (^feragosetal., 3. Med Chem., 34 324 
2-3247(1991) ;(i^Ea) ^ 

<r>m «)^» Caclherence)^. pi^t ^> jS: :^4*:*«^5|? ftT '.^ «■> , T . 0- 
.i: 0 ^£mmsm.L^^n^^i: ^ MWI^s (adherence) ^Ra*-*-^,:^?^ t-i^ig-f 
^«|e«»'. fa g§ i 35: ^, 3?: % T ^ 

adherence) fmwt^l5mi:^^t&o ^l^mi^. ^-iii:'mt'r&m$imK 
tfo iK'ftS^feffi^SiJ{J^#Ea«:fi-^*ll'Cadhepence-inh1biting effective jutiou 

. ^> <> ii mimm^& 0 z ■ t & I. ^ 5J ^ 1- ^'fi-'t <> S '^^Mfiil; 

J^lfi #^53?!: (adherence-inhibiting effective aiiiount)<7>®<t^^4>, ^^l^ 
IL^J K j3 n & m^mm t Mnm-^ t « Cadherence)<75 ^)7.^<r>^i,^ 

mui, 'y' fK?K»?-if y *-7^ K (LPS) . DETA/NO (FhNCFhCH 
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(15) ^tS^ 1 0-509 18 1 

2lJ [N (0) NO] "CH^CHzNHs*) . ^ itrfiL P S ^: D E T A/N0<7>^^ 

i fz im^T'r^<r>A^^m. ( V E N) js J: o^^J^ftm (ART) jisr L -c^^ 
UJt|l^»Cadherent tumor cell H 5 7 -t?^-?-)^ 

W 0 ^mmi^l^^T i-' Zt i -& , i J^t Pl**^ 1' Cadherence-inhib 

iting effective ajnourTt)<7)gf'ft;^^t . ^i^iii¥Ll^lci3Jt-&^Ngt4mjt<0 

|51#W^J MC "adherence-inlrilyfting effective" arnount){ijg:s.i:i::p| 

II 

N— OX' 
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06) 0-509 1 8 1 

(0) NO] ■ (^*^ Kii^m^m^^stmm^^^'r) ti^ttmitsi^/ 

) zCHNH [N (0) NO] Na(^l3St-&X= (CHs) ^CHNH) . ^rr 
^> (^Jx.J^, (CHiCFb) .N [N (0) NO] M a t^lii7'*> X= (CHsC 
HO 2N) , fKVT5^ mx.i^. Sti-l':t>H2N (CH^) jNH.* (CHi) 
^N [N (0) NO] " (CHa) 3NHi(-j3*j'&X = 7,-^)V5 M'Ti-l' t V C 
HsCHzN [N (0) NO] "CH2CH2NHj'lcj5tj-iX = 2- (J^-^JVr^ 

C H» C Hz C Hz N [M ( 0 ) NO] " C H2 C C H2 N H/ f^fe^t^-. X = 3 - 
(n-T'D t'.'i^T? y) yatfjWT^:') . itzityt ^-y h' {-t^^'h^. NaO 
[N (0) NO] N a *^i5*t^-. X = 0') ^ *f^{±f *^e><7>lt##T^*p ico 

«S(l<£'pTiiUm*-A*l?>*l-2>5|eii#ll^^5, 2 1 2, 2 0 4-tl-iaR? 

J-N— »-0 
II 

N— OR , 

mik K i: o T c ci um-'^A*!. 6 5 , 155. 1 3 7 i^ie« ? i^ 

R.-Nr-CCH*),-N-[(CHi>,N]d-[(Cflj).N].-Rs (ID 
I I I I - - 
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(17) 1 0-509 1 81 

h^^tJ^diim-ttiii^'^jio'X 0 i^itlX'^n. Ri. R2> Ri, 

jt: ti:i5'felST .'W-^ JV, > JW, > JV. 7 o jv, t -t Ji--^ N *) 7 JV 
CT-fc-^-JV. p - ^ JP-f il-. t - /N + >*''l"K:=.)V^/^ti:2, 2, 2-h»J 
c n - t - -.T* b # V ^ ''I' JV't-afe n-. X s y is i: 0^ z Jil^— 1 fz ii^^j: "> 

T2- 1 2(??^;^-e-^-&c ) : 

m7k\m^x:L:LKn^Xi^h^i>^m^^^^r 1 5 5, 1 3 7-ti::iem?it 
B 

R,-rKCH4),-B (III) 
Rt 



,...M*v,.B{±...... ............. 

2 - ^ »> ^ D n - t - r f ^ V . f ii 0 - 1 2 (??M^fe-C<fe . 

<7>^ &\ f {± 2 - 1 2 <?>^r*-t-*-6o ) : 
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(18) 



1 0 -509151 




I 




. gt5:2 - e^afe-So ) ; 

«.^lci:oTCium<?*A*i.^it'&^|eil#i^^5, 0 3 9, 7 0 5 -^is J: iy^lil^ 
5, 2 0 8, 2 3 3^I3J:C^ 1 9 9 3J^2.^ 1 2 Bl^tilgfi^i'J.fc^il^gftilM^ 
-^08/017, 2 7 0 t^leK ? itTi'^-& 

(V) 



I II 
I. Ri N-0- 



Rii3<fc(/I?zlJ3aiE:tTii:@^r^{J53-j|$SICi-Ci2T.'i'4>vg*3J:t? 
> V JWX !5"- 6 ?5: 2? <fc (9 JMi* Jt . ^> <> ii R i J: K 2 
tT> *^ Sir ^ t < {* t: u 'J y / , t*^ V ^ , li'^ ^ vV ^ ti^ 

aiSgll^-^ 0 7/8 5 8, 8 8 5 UEt ^ liT |/>^> 

K[CM)- \ (L), CR' N-N, 0, ) J ( V I ) 
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(IS) #g¥ 1 0 -509 1 8 1 

•r^>«3. x' ii^mM<r>=!i^^&4^mt^ii^ (formal oxidation state) ^^t. 
1 - 6 <0^^t^^ »? . y ti 1 - 1 8 (Om^--^^ «5 , y < i 2 (Om^k-. g£ 

*,5lt^ioTdUm^^A*J.<5at'&^H:l#lt^4, 9 5 4. 5 2 6 -^ICIS^ ? it 

[R-tKH)NCN0)O-],X (VI I) 

. -C CO) NHi, -CH (0) . -C (0) OHiiJ:CF-W02io-t3'5:&l? J: 

Ci-dS^TJV^ )V, -C (0) CY]ii^l(/-C (0) NH2»--fi4-'&l? J: i^Jg 
&o ) : 

tbSg^-^O 7/9 5 0, 6 3 7 (i|at^3tTi/>A 

R.R«N-N-^0 (V 1 1 I) 

II 

JS— ORj 

lt>t:C2-izfi:»r jw-^jv, Cj-i2^t^£i»TJW*.'U, fci Kd4->, /^Dy>', rJW 
3 ^ -> i /l: Ji r -> )U t ^- ->-ClI!& ^ii^d-n Sf^MT .'l', C »- 12 K^t k 

^^mmn^^ Iff! I. < tik'o •) vV, ti'^'jyy. f'^'^vV I f*ti:*)W-5h'^ 
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(JO) 1 0-50918 1 

-y n^t^ ^ {ir JW 3 4 ->-r^US^ ^ iix i/' & C i-iz S^Js J: C j- 12 St^S** t 

^ T '^^ 1^ '^^ 3?r^ * Ti: ii ^ n T ;d C 1 - 1 2 T -> .'l- . X )V ~ )V i3 i: 0^ )W- >K + 
^ Kfl-ib-lifiUil : afc^i/i{4R3a5t- (Cth) «-ON = N (0) NRiR 
2 (5t 1^ ^ n J4 2 - 8 (5 . R 1 i3 J: R ^ ±iet^ U /cJi «? ) "C^ 

Si*J,<>Xt:'ife tj , lilFl t < (i. Ri. R2*J J;0'R3ti:'^'fDlS^« (I/^o•^*>■ 
^ ^t^t KD'^ ->^S!i^(a halo or a hydroxy substitute a to a hetero at 

fzm\l^m^. M':&^K^V''Z>'^^XK-^i> (associated) , -fg, ^^^-^t^^ ^ 
I is. T & 0* ncorporated) t r^: { J S ^- 1*| U ^ ^ T <> (contained) - i: ^ 
ti3^1--&,>Wi02"eB|5g<??;^i5'?'i <D tfjlte S o § (association) * {j 
^(bonding)iJ, ;^^?-t®'fb^*/^-lSSm'&'#^i:*itSi-t-&^Ii:Ui: S}. ?5: 

Sli^f>S£T-£-. J: C-t 'S; ^S'^<0.'>* ^ t'- > (backbone) 

rjg'fi-J (-bound- )tTv^*:^Sa3|s;|g^(ciiV^TS^'^^fi:'5:< > ikTco 
J£t^'.:> § (assocation)^ tj (incorporation) j: t^SS-a- (bonding) orj^g;;!)* 

&5 1 -t ^m^mm \^ N 0 1- iSfl; L T di ^ -^h:. j6 t <D'X: i 
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(Jl) #^JF 1 0-509 1 6 1 

itlX '.^ & tj: h , f Bfe^fe^SE-fk^^ifeai ti^- n % i l^&i- 1 J^rffljftK * 4^ T 

I'S: I K V A VfSiS@£?i)^-g-^T^>?KV''^r-?- Ktc^^?g & ^ -t^b i ^ 4& 
o •{»f5it;t:'^:<»^ tsi-fb^^ll^pjCanticheraotactlc agent)i: tT«W0^!±S^ 
t ^ ffll^iSamii J: / ^ >t: {iMSgaBW^Si (attach) ^3 X V'WM^t&mm' 

2|i:||^J^^LT. ^£;$G=S:i|illii^^>^^P^sr^i:'&l§^^>^^^riS^■C4)'&o jM^RSJt-ib 

fiid-^-il. fzti. ±^^^Kir^l.^i,ii<^-t~^iiiIX'^^o ^•|&^t:i5V^T^tffl 
(^iiiLr^;^';^'^ ^<?iJ5^Ti-itj-\ 'J 7, k y . t'') yv^riuy, ^^')j^^uy, 

sK'j 1- 7 7 O Jt-5f- ;}f •) fe: j:. ') f y -y y 9 f '"K V> Jl- ^' 

D 9 f V .t k 7 'C >' : 5if j^'f- k >■ ^ >■ ^ ;t {i.^-witjgctj; ; t' 
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(J2) <^m^ 1 0-50918! 

^ vt-y y\ r± -> •) i^'y^ifv-^^ Kis i (yr± -> o jK;? v t -> k<?) j: o 

i^^fflSa^^gE&'^T'-^- KfSBSSS£?!jC<^ell attachment-site peptide recogni-ti 
on secnence) (KGD S^ I K V A V^ Y T G S K "S: i:') ; i5i: O'B&giar. ^ 

-^-K «?!!s.i3r, EGF. TGFa. TGF/?i3J:0«THF) 5(»*^tf^*L<>o ^<r> 

tsl^^fl^^^* X ^ 75: X • <7> v> f *J.5j^-:5 1 t-i {i:M:^l>yMT S i^^- i fzii-^ 

Saia ^: ^^^'lifefflflai: <r> M co^* Cadherence) pi^-f -2, , <£ ilf ^ L < Ji . 

'^kLTg^tiiT-&^^^e><??^S4ffl<7>jii^#^i: l-TJi:. ^yy'yyV. .'-iy^. XT 
'?:^'V-i.N. -^'f^'n.ti^, ^•Y^'dX7iT, t"-x\ fi^f?;. Y 

i-«jtJC><?>^*5K^ffl<?>j^i#ai: UTJi, vtfi^^pj. mmn. *y-tjv?pj 

, /jx^Csadiet), ^^j, (j^gf) ^a-^.K-y-f-, pfj^f^- (lozenge), j^rn-/ 
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^>^>^^fi. iR'fli^^lS[ffiN2 0rti^^ti. ifacos^S-'TI-S ^f- -f r^^^-ft:^ 
^/>|t^?pj ■?-co^-t-;S^^J:U?^Ji&-r«>ii:t::J: ij. tcg-fr t 
?#<>o NjOi'tlB^Xti. -fi^^^j.'^y ^rfi-y (backbone) (fy^^K^'^'T^ 

^X-N (0) =NOX* coNONOj^- J-l'tU-So 
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(24) ^¥ 1 0 - 5 0 9 1 6 1 

Kicjf^^tt:. ^g-^arg-gly-asp- [m (Q) NO] ' S-IHIS tt:iJ:t>o Utl 
<ii. R G D b V 7"-^ K fisi Sn*??'^ -/-f K -y ^ j: -3 ^-il- 1 1: N 

Bfe I? © ii S JSr rSl ^ a ft -C-^ <, 

^^S-|ll?i^^^Xtmta:fc LT^*l'f*i-S-i>^r7'Hr^l'^J. (sachet) , ^jpj, 
h >} (croscanmenose sodiun) ^ ^ )\>i; ^ T^i-T*) y^-^y^-y^ 

A. xt^twik. .i&o^-ftboEf^^^j. ^^^j, ^m\. m\m\. umn. ■m.-^n 
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G5) 1 0 -50918 1 

^4^^^^&14^^t^<?i^^ P)^(::^JS|Cpastines)fi:, -e^^^i^Jrcr^^'j-tV 

^N^P^e#i::iiW*iiSi:^i: t-r.'i. ^it®^t^^lJ^ ^iiiT)l£. SiJffi^J^ J:C^|^^i!k:^4• 
s tAr&it . ^s:» t a ^ It -& ^ |! u tfe o t:,t'f£&5 1 fz a ^mm:.^^ 

? *i * o N 0 CO ^ Pl^ W 1: J ( adherence-i nh1 Mti ng ef fecti ve aimunt 
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1 0 - 5 0 9 1 8 1 



2 5 % t h V 1? A >t h -> K (j/ / - JUt^) 3 9 m 1 < 0 . 1 S m o 1) i3 
i: - 2 0 m I Et^eo. L - /n y i o g ( 0 . 0 8 7 m o 1 ) (^ig* 

i^x^t>. j^-ir)iT-^i^i. itZT-c^mix^^m^i 7 : ln'Co.o 

Ifcl NaOH) A »»x C € )250 nmC e = -4,9 t*t ' air ' ) ;NHR(D, 0) § 1.7lCm, 

IJO, 1.91(ra, 2H), 2.27(ni, IH), 3.27-3.43Cra, 2H), ^l.O^Cin, IH), / - JW 

t it's: 3«»^ -37^:0 



y / - JH 0 0 m 1 J: cr* 2 0 m 1 4^<?)s .^^-flif- N V '^^ S g ( 0 . 2 

mo 1) <?>i§?ife^I■^^- )P3->>8. 9g (0. 1 m 0 1 5 I'Sflx. f^io KitfC^t-: 4 0 
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(27) 1 0-509 1 8 1 

$ y - 1 V- 2 - t KD^v-yT-b:>+ N V' '7 AJt, S 2.79, 15%; N_- 

:=, N n v v ^ -5^ .'l/T 5 S 3.11 i5j:cif3.91 8?6 ji. ^ D V-^f .'l-zivy t 
^U'^vi'.Jfe, 3.15(s E>tf.^|,), 3.MCS Z.^^:f-ju), 4,21(s, Zj^iM^^') 
, 4.80(5, E ICP^ ^ifa<t&-1^!J^ig&in7>3 2%fc tTffl^t/t: : 

§3.11(5 3H) j3 J: O£3.e0(s 2H)^ 

vrc^)*iSi?!!-Cfi, JMTtcli^e^t^'^-rJ: T l -t Kn^v- 2-:^-^•V- 
H O .N^ O 

O Y 

4 0%;'-t>l'T^ yTKifiBf 1 5 Om 1 (1. 9 m o 1) ^ 0 "CI -C-?^*!! t ?t: <> 

Kigifefi 1 0 M M' '7 4 0 m I t .t)[lx. ^ Ti'/^ T * - ^' D u T -t-?- 
DVK(27g, 0, 24mol) ^ 0 "0-^-2 B#HiO-4tT?il:)5^ < .tiHx. /to 

^kwr-igdl =!5:»^HT'C^^ t rio 9 1 2 5 mm H g -r- 

iiS LT-iJ- 3 WI - .p« ■f-JWT 5 K 1 5 g (61%) t'i^fz : C^^lm) 3318 
, 2952, 2889 1659 1553 1462, 1413, 1166 air' ; NMR (OKI,) § 2.42(s, 
3H), 2.86(5 1.5H), 2.83(s, 1.5H), 3.23(s, 2H)^ 

2 5 "if Ay l^'^v' K (j/ Jl-it) 3. 5ml (0. 0 16mol 
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(28) , 0-509 1 S 1 

) 4^o-9- Jl/:^ -> >N - ^ f^n^T ^ K 1 . 7 g ( 0 . 0 1 6 7 m 0 1) crjjgJg^rJBE 

•7^^l't??5tit t> ^JET"e-^j:^L.T, UV A»*x (e ) 2 5 0 nm (2. 4 mM" 
'cm"') crjlHilil. 4 g^t#/io 




0-N4 



gm a 1 1 2 0 m g ( 0 . 4 2 3 mm o 1) ^T^T. ^ '? - j>i / - .'U4=(?> 2 5 

ii^> t-r-^5^co.?« ju-csia t>tio K-j^ySS-^'hP a r r i^yiz^ l, 5 
m^*-C-|&?&L>t:i3fe. 4 0 p s i <?>N0(^7 2l^^l^ftL./t:o KSEia&^tll'M 
BET-^fe^tT, pH7. 4<??^ir?fe4=-C-<7>;i,4x (e) 2 5 0 nm (6, 2m 
M"'cm'') WHi^l 8 7mgi''#;t:o i<^0#t^ 3 7 "C^ 7 '^<7>^^IB-t-0 . 
S 6 mo 1<?>N0 (i<?>p H-C-'^{»?*l-& h 'J'^y-?- K 1 m 0 1 ifeTJ: t) ) l-gjai 
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(23) 1 0 - 5 (! 9 1 8 1 



' \ / %J > ' 



CFjCOOH 



I CH,Ci, 




-V W-K ^ N«0Mg.MO L-c-C-H N-H 



C Hi C 1 2 : T-t h ^ i; JV (12 0ml) i!l^«_N - T-tf-JV- L - .?< if-sj- 
>'4. 78g (0. 025mol) <rmWii 0 X: UAto i<7>i§ti^ v tJ- 
DU'-.4vJP*,'l'=*-*v'f 5 K (DCC) 5. 36 g (0. 0 2 5mol) 
n:f*, V i'' D G .7( ^ > 6 m 1 it <0 W - t - 7" h 4 -> :^ JVjK- .'U ^^y-y'yz, 9 
Og (0, 021mol) ^Ti^^< jD;i7t!o r-t h ^ h 'j ^'l- : r h 7 t Kd 7 
•9 > (4 : 1 ) ■t^mmi.f^'y*)f} T L C T'l— h ±-fEifet sigTv L , 3 t 

^-^g^•S*l.t:^ 1- (t -Vh^v-^JV^-^'l-) - 4 - (N-T*f-)U-L- 

IR (film) 3301, 3058, 2973, 2931 2868, 1701 IS'IS, 1539 1420, 1237, 11 
73 cnr'; NMR (CDCl,) 5 1.47(s, 9H), 1.80Cm, 2H), 2,02(s, 3H), 2,10(s, 3 
H)^ 2.46Cm, 2H), 3,53Cm, 8H), 5.10(M, IH), 6,35(b 0,5H), 6.43(b 0.5H) 

o 

e^" d D J/ .■J' 6 0 m 1 4=<^ 1 - { t - h ^ -> JU>K^ Jl-) - 4 - (1* - T 
-t'5^;l'-L-.?«'5^.t-Jl') tr^'fvVS. 6g (0. 0 2 4inol) 
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(30) #^¥1 0-509 1 8 1 

*-crt tb t . •» h it fz Ti^mmt' Tkmit-r h a t ^ -^^ t t >v ij k t k « 

t-^tlXl - (N"-T-t-?^JP-L-.5«-?-5j-:::.'l/) ^ >' 2 . Ig^-^Sit 
-C#?t: : IR (film) 33M 3051, 2917 2861, 1645, 1*»8, 1377 air' ; N 

MR (CDCl,) 0* 1.95(m, 2H), 2.02Cs, 3H), 2.10(s, 3H), 2.54(m, 2H), 2.98(m 

, 4H), 3.74Cm, 4H), 5.10(m, m\ 6.«(b 0.5H), 6,'18(b 0.5H)^ 

Omg (1, 9 7mmo 1 ) <0'^?iEtc> ?f /-,'l-4'<?>2 5%+ h 'JfAj* 
'>K4 2S;i<l (1, 9 7mmo 1 ) *]!llllx.Co i<^^4-llil^tT4 0 p s i <?> 

fife*3*^l(iT.*«>. J^-rJV-t^^^f^. ^^LTl- [4- (W-T-t-^JW- 
L - if- 1 " i^) t: ^ 7 V >■ - 1 - -f .'l-] - 1 4^- V - 2 - t K D 4 ■> v T-tf 
^7- ^ 'J '7 i^ii 2 7 m ^ U V A ( e ) 2 5 2 n m (12. 0 mf/r ' c 
m" ' ) <0S'|H#<!: tT#/*o p H 7 UXO'Z 5 "Ct-IT 6 . 9/^(0^ 

jt^J-eiti^ t Tt^li 1 m 0 1 ifc K 1? 1 . 7 2 m 0 W 0 t fco 
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(31) # 1 0 - 5 0 9 1 8 1 



O , . o o ^ 

11 f \ I*aOM«.N0 Ij / \ 

Etoe-N M-N ** — Etoe— » N-H 



Me, SO. I lOoWKaOKmeOH 



BtOe-N H-W 



r n 



(-C-COOH 



MeS- 

DCC 



L-c— C— (>»N »-N 
CHjCt,/M«CN t( Me 



^ ^' / - )W- 6 0 m 1 4^co 1 - t'-^^ V > Jl/?te>'® jl-?- Jl, 2 0 g ( 0 . 12 6 
mo 11 <?>i§ij3!S-P a r r fc'^ti'Ugg, fev^ii^^;* ^ >' - ,'U4^<?> 2 5%t- h ') 
'7i^.ji 1- K2 7. 4ml (0. 1 2 6 m 0 1 ) -C^a L/.:o i<^^^IBs^L 
, 4 0 p S i «iHb^^S-*i^tT2 5'CU4 8li#M#-3Jt:o ^^^^'^^n 

^LTEM14, 5g (4 8%)<?>1- f 4 h ^-Xi'^^ V 1 
)\,) _ 1 _ ^ y _ 2 - t: kd # V y T-if y + ^ V '7 S^#r^ : WU. 1^-5*0 
; UV (0.01 M NaOH) a™,, (e) 252 rjm(10.4 irf.1-»cnr» ); NH? (DjO) § 1.25(t 
, 3H), 3.1lCm, 2H), 3.68(ra, 2H), 4.15(q, 2H)„ jt^i3-.t/fC6 Hi. 0- N a 
It^iB : C,35.O0S6; H, 5,42%; N, 23.33%; Ma, 9.5^^ %mm. \ C,34.87%; H 
, 5.53^; N, 23.2©6; Na, 9.69K^ i<;?^bif4SJ(^ p H 7 iSi: CF 2 5 i::-<:<?>H^M^v5 



55 
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(32) 1 0-509 1 8 1 

0.01 M^Wtitt y V "^ATK^ii^ 1 0 m 1 1 - (4 JW'^ N4->tf^ 

g (5. 4 mmo 1) <7>?tiife^r^JcJg4=-e^*( l.)bo > tJ' ^ -^'H 0 m 1 4^<^5S® 

&m t -^-ife ^ il^ ^vi 0 I' t f^-o 2 4 ^^1*. S^v^i^l' tj ^ ^ >J - I- ^ 

ji'jico*' D'-^? N :f^>7 7 ^ - ico'-ttKc V D D ^ > : H^ijj^-?- ( 2 : 1) 

V§ai-t«>it KJ: "9^ 1- i4-ijA'^<y^'yi^-^'yy>- l-'{)V) 

N^vvT-fc'^e S 3mg (55%) tmk LT^t^i^^ «tft& 
i tc i: J? m^^t t /S: : ia^ 461:: ; UV A ( e ) 240nB(8.4 nftt ' atr ' );IR(fi 
■|m)2988, 29*15, 2875, 1707, 1068 air ' ; WR^- 3.38(m, ''1H),3.67Cm, 4H 

), 4.03(s, 3H), 4.16(q. 2H); MS m/zQ|i^j^^,g, 232(^,1, 3), 217(16), 
187(10), 157(100), 142(5), 98(4), 85(27), 70(26), 56(94), 54(19); C*Hi 
. W It^ Si it* iEgg ^ t m- ) 232. 1171, ^iHfjt 232.1172^ C 
.HieW. ttilW : C, 41.38K; H 6.90K; N 24. : C 41.23%; H 
, 6.82%; N 24,05%^ 

1 - ( 4 - h -> tr-x ■!? V V - 1 - -I* .'I') - 1 - V - 2 - .?« h ^- >- 

V 7-t*y 1 . 8 g ( 0 . 0 0 7 S m 0 1) i 5M*.®-ftt ^ 'J '7 AtK^jIS 2 0 m 

-tc:i5^(t. 'Jifnxjj^^^iT-tyy ( i : 1) -e-gdJ lt i - (t'-^^^v 

- 1 V- 2 - j»< J-^v'vT^f:' 8 2 0 m g (6 6%) 'frgfe^'fe 
LTf#;t : UV A.»x ( e ) 23^1 nifl (7,0 n#.t ' orr » ) ;I*IR $ 3.03(m, 

4H), 3.38(rn, ^IH), 4.06(s, 3H); IR (film) 3318, 2945, 2854 IW, 136*1, 1 
286 1230, 10*15, 100*10™-'; MS in/z(:fg,t.j5^iK , ?*), leOOif, 2), 145(7), 1*B 
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(33) 1 0-50918 1 

(10), U5(9), 85(56), 58(7), 56(100); C> HizN* 02<?)ft^?*l'& jESg^-g 
g {W) 160.0960, ^iHg 160.0966^ 
-y^'DD>< >■ : T-fe }• 'J (1 : 11 1 Om I '4'«N-T-t'^Jl'-L- 

^f-^^-x.^' 1 6 4 m g (0. 8 5 6mmol) Oi'^f^t-^ -^'-y^ D-^^ ->JV:^7 JV 
-f ^ K (D C C ) 2 0 6 m g ( 1 mm o 1 ) ^SHx.. i^t-^cf-v ^ n > 
3ml4^<?5 1- (tf^^v^'- 1 --f .'W) - 1 V - 2 h +->->'r-tf > 
13 7mg (0. 8 5 6mmol) *■t^^^<ieAt;^:o ^ESii-^ISJ^B 5"C 

> ^liJ-?i^i->^rAlt'iiLTagiiL. )tffiT-ei§i£^S*L>to 1- (4- [W 
-r>1r-?-JV] -L->-^:4--)H::^-7v''y- 1 --fJU) - 1 -.^ ^- V - 2 - >t h 

■> ■yT-Vy'^.)i(%^.ii. T -ir h ^ M' .'^ : T h 7 »i K D 7 7 >• (4 : 1 ) 
i^i: LT^iv>T->') ^^Jt^iiffTo/^ : LK' A«., (e) 230 nm(8.7 nil" ^ air ' ); 
NS-iR ^ 2.02(s, 3H), 2.07(m, 2H), 2,U(s, 3H), S.A&jn, AH), 3,83(in, 4H), 
4.03(s, 3H), 5.15(ra, IH), 6.28(b 0.5H), 6.35(b, 0.5H), IR 3297, 2931 2 
847, 1615, 1546, 1497, 1441 1223 onr»; MS m/zCtgit^^S^, %), 3330*, 4) 
, 318(2), 304(3), 303(16), 288a2), 260(11), 259(100), 258(9), 214(78), 
184(37), 183(10), 17^K5), 146(26), W(56), 141(5), 104(63), 61(60); Ci 
2H2 3NsO^ S<7>lt^^il'&iE5l'5:^^ f>^*) 333,1470, 333.1471^ 

-> V T ?f - 7 " yn^&mmf^. r m p 1 1 s 4 e ii^ r:^>)t 

y ' ^ ^ 7" ' -fj H^'^ 'r - ' ■:1V ^ ^ > (R 0 c k V i 1 1 e , MD) ii^hym- 

i.^ art:. ^%coi<r>iim%m^^. 2 0 % -t? ->.fl&ff jMjt cgibco. g 

rand Island, NY) X'^%1.fzM. c C o y <0 5 (G I B C 0 

, Grand Island, NY) 4^-t'-fi!c,W^-frjt:o v>o/^^^Sc»•t«> i . IS 
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(34) 1 0 -509 1 8 1 

flaS-O. 2 5%h»?7"->>' (GIBCO) -t'fiJi^K ^ 0 7'->v3itatT01|2l., 
^■^^i&X~4'^l. 1 0 O-xs-^B^^^'L-lfifk. 14 5. OmM NaCl 
, 4. 7mM KCl, 2. OmM CaCl^, 1. 17mM MgSO., 1 
. 2mM NaHjPO., 5. 0 m.M ^JVs-T., 2. OmM H'.'Ufc'y®, 
0. 0 2mM EDTAi5J:CF3. OmM 3- (N-^^l-*'?/) /o/^yA 
(MOPS) %'7 vi&1^jfli?t (pH7, 4t^)^^e) jo--f5 

^5:* 1 % T / :^ >ifea«;i|:^Y^ ( A P S S ) 4= I- 1 0 *mm./m 1 <Oiift,t t 
^ J: 9 L. P S ?TS*£ (F i s c li e r Scientific, Pit 

t s b u r gh, PA) S'iitTigSL/lio m^mm.<r>±^\S^ii Y >)^^>y)l— 

#M5 0 g ~- 1 5 0 g«;^mS p r a g u e - D a w 1 e y ^ y Mc, i o 0 
gafc;b5i P S S 1 m 1 . t/cii 1 0 0 g$>ti^ 1 mg/m 1 t^)LP S ( S li i g 
ma. St. L 0 u i s , MO) tt^Tit> P S S 1 m 1 ^Blltrt SI* LTiro 4 

ma, St. Louis, MO) 0. 36gi: ^M^<0^^ 0 . 2ml ^im.k P 
S S 1 0 m 1 4=t^-<#f^l.> P Si^M^MLxmi&-t^->CtKXi)mm.lft^ '^<r> 

StW-ilSij J: o^ft^ t jtSHM ll« fife t X . t c p H 7 . 4 <0 P S S (M 

?t S^iJfl ;t T 1/^ =5: v^iunii A P S S i PIC) t a*). >t:JSi(l ^ > 1^ liv^ o 
iSS (OD) 7 0 - 1 0 0 /im^iO^S? 1. 5-2. Omm<^. ^-^LT'^^* 
I fz ti/Jx^M t*0 «3 St L . ISt ? it ^ > / f- ( H a 1 p e r n S 
) K^U. MSSrKiitg^^S 0// m<^:^f'?:?v<7>^ 'f ^'Dtr^y 
aLTI 1 - O^f^oTLon-i? i:l$a?t). g|5.M«^^~r-T^<tl.r-: 3 7 t;<??P S 
S 4= t:: it t f^o f&?t<ovt?i^ ii: 2 m 1 /:«'<?>S,S "^ifSx. t Mir Ltz^ 'MX ^t-t 
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(35) 1 0-509 1 81 

'7 :t 7 -:^aB^i5 4:CJ^H{t*^^^^± i^H^^ l^c^ t: f'^f * >; x 1-^ t(7? 

• lEiStKo 2 0 S-?^!^ 1 tfm&^^i' n t*^ ^ ^(c: 1 i 

r: (adherent) t fz mmmmmmk'k. -Eii 4= Igf U tI: 1 1 
s)^. L Ti: ^^;^aaX4"C-fi.l i-^^lti^Xn, (adherent) t fz mh^<0 ^-i- > t - v 
I'^ffitJ^io -5cAW0 V Ai5i:(/S t u d e n t -N e wma n -K e u l g 
K,^S-^^^-Ci>^Ji'-y'IWeo^'S:jS*rL)ti: P<0. 0 5 ■t'^^-C^^ i M 

m^i^t'J^S&SKiS i CPi^^Sat d^itBSl's<??M^fflm<??^# (adhesion) icT^tST 
LP S<om^^m^-t&f^i^i^. '?y^UPPS (Img/ml) 4^l-i§j#Lr^ 

LPS (Sigma) t- 1 m g / 1 0 0 §^i(^M^^'^MB^^&^tl^-^o -^5 
, Mi fi. P P S ^ 1 m 1 / 1 0 0 g-f**T-B.|Bt|-*ifelt U 7t:o 4 B^^i* 

. KS)tf4'^l^4il-tT, ±ie</><fc 1 lcJ»^i8aBag^#g-.iJTCtumor cell adhesion 

<Mialysis)^)75:j6Uflt^ffi»>-f3/hS&mi«ti:/h0m*¥^ m^mmU. * 
ji!k§« 'J^ tIJKK J: S} ^ ^^m<r> K U < (adhesive) t , ^<0^li 

5 -p )to ^%m^4^^mi: 4 i^m l p s ristaT-s t ^ * j^!k3l«>'J^«u 

Jt '^TMIiigaa^^* (adhesion);?,?^ L < Ji j&B L ;to L L <3 . ml ^i® t 'J^ 
mSSi^L P S$!i^ LT ^ itL^><?>Mt'N(7>J13gjfBiJia(?>^^(adhesion)fcfi#{i^ 

*r!ail i L P S jita L r^i^i^fflt'd^M'^c^'l'&Mfflfla^JSs (adhesion) 
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(35) #S¥ 1 0 -509 1 8 1 

VE Ni5 XVART (-S!l"t<>^»M^fflmCacliepent tumor cen)co%<7>#^^^ 

7-Cafe-& 0 nMM^ 0 ';5-BU l^-S^ L-ifcf^^^t/h^mt- 1 mM D E T A/N 0 
•■C-rSSi^f -^^^ f^€^t^hgim^(^M^^mStCtuinor cell adhesion)<7)Jt:;k: 
i:,lf^TLP Sc:)Jijr)[i^f:fi^^Uiait3;itK<, ^^^U. DET A/N0Ji3f:ii!k 

11/^ N 0 LPS -t^fetS^t: S it ;t ns.^<r>m^mm.<f>m^ (adhesion) ^ PI* L 
cliesion)<7>.s:w ;^ 7 > ^ i Mr:// ? Z t r^o 

& ^ it * /t: 10 -C- L. T ft # &5 »i ti . w i i:: ^ 3*4^ ^ it 
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OS) 1 0 -509 1 8 ! 

mihB] 1997^10^200 
[MiEl*!^^] 

IgfH-, )l^m5^*Ctunor cell a1:tachi«ent)(-igt V ify KffiH^^ 

X-N— »0 
II 

N— or 

(St"*, xiiwissi fc!iSsii?gisi£-e*«3. X' fix. mm^m'^^n&^m^'L- 
rvf-f^N-o-^ 1 

I Me- (I) 

L I. N=0 J , J , 
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(33) 1 0 -509 1 8 1 

R!-Nr-(CH2),-N-[(CHt),NJd-[(CHO,NJk-G8 (ID 
I I I I 

HtOt' Rs R< 

(3^4^. b j3J:C^d{il^-^«Ji^?5:oT0 ^>i:ti Rl^ R2> Rj, 

R,iii:0=l?sfi:|fll-^ c(i^'5:oT/!K*. C i^i!' n 7 jv, Ci-i^iSat 
Kti:j5>KMT^l"^)W. ■'^>'v*)V, 7:^'0^'J^^ r-t-f JV, ^>^7J^ 

:+Dr-t-f)V, p-HW-YJl-. t -•/^4^v':^^ A-jK-JV^ /c}3:2, 2, 2 - h 'J 

^ n n - t - ■/ h ^- V Tlf sK^ JVsT'afe x . y ±J i: 0^ z tilW]— I -p X 

H 
I 

R.-r-(CH*),-B (III) 
I 

R, 



-eafet). R6i5<£C»fR7!J|Bl-i'K^^'!3:oT7k^, C »-» v O T A-* JV. Ci-i 
2-}-*} ii'VU-t - yh^-yij JV?K^)V*r*<fe t) , f !i 0 - 1 2 1} . 



-o- 
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(10) 



1 0 - 5 0 9 1 8 1 



I 




(IV) 



N — N— ^0 

I ii 

Rs N-0- 



(V) 



K[CH)« (L), CR» R' N-H 0, ) J (VI ) 
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(".1) 0-5 09 1 6 1 

^(r.mt^±^:^^ii&^^cr^m^^'(^^^. Lit (R'R'N-N2 02) tii^^j: 
-Sffife^-t-^fei), :3>'5:< t i l'0<7>#.ISdg-fi.LTi3i9, R* i3 J: 0«R* ti^it-ip 

itW^SISE-C-^> iK ^ it h im-i fi^JS; -p Tt'^T «fc < . x ii 1 - 1 0 <7y^^ 
■r-ife t9 . X ' ti4^lM<7>fM&5'5:®<li^7«|S t'* L . 1 - 5 </M^~^-^ y Si 1 
-1 8 0^^-Cab^*s r^TtiU. y»^i!/4< t i 2(?:)^'fi-. IBfe^ L ii ID - ^ fi 
4> J: < , z ti 1 - 2 0 w^^-t'* ij ^ K .'i-fk&lg ^ "C- 



[R-NCH)N(NO)0-],X (VI I) 

(5^4=. RJiCz.&MTJV-^.'U. 7x:::.'U, y ^ ii C s- s v n T Jb-^- 

ara-^ r^{i^?5:oT'^>T^ t Kd^->. d-.TPVa^v-. -NH2 

. -C (0) NH2, -CH (0) . -C (0) OHi3J:Of-WOz!0--P>?5:'&Sf J: 

Ci->ffi^7Jl/4= jV, -C (0) CHii3i:</-C (0) Wlii !0->3'5:^>2f <fc «3 ii 

Ri8jN-N— *0 CV I I I ) 

il 

N— 0R» 
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(42) 1 0-5 09 1 6 1 

Ti^)V:t4->^ J^:!47^^;^*'>•Cl^^fe^•J^T^/^&Cl-l2^i«i3i:c^C^-l^i$• 
i" ^ -> ^ tL- ii K d ^- V 11}^ itT -2-> C 2 - 1 2 fS;«M ^ ti: C J - 1 1 '^ft® t k 7 
0) NRiE. (3^*. n ts: 2 - S <?>^lS:-e* "9 , Rii5 J: O^R^ a±|£lc«&^ t k 



17. Ri. R2^3«fc(/R.{4'-^7^Dlg^(?:)^»lc/^G'ir^>'^ r^iat: N-D4->1^ 
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INTERNATIONAL SEAKCH REPORT 



PZT/Ui 95/15361 



& FUI.tSi£Alt.<»ei> 



IPC 6 hilK 



BlttMiiKditi tan cau«M4nii»«B iMmnoial Karai^m: «f dm taa nd, nhmpciiitcil, i 



C. OOCMMBIiiK CONMPatSP 10 HE HELEVANT 



aiat<n«r 



A 
A 
A 

A 



CA,ft,2 m 106 (l.X. KEEFER ET AL.) 15 
«aixh 1996 

SCO page 17, line 30 - line 57; claint 

UO,A,» (USA DEPAR1TIEHT OF HEALTH 

AliD HUNAN SEWICES) 28 OctD&er 1993 

UD,A.93 67114 (USJ« DEPAffTNEHT OF HEALTH 
AND HUMAK SERVICES) 15 Aprfl 1393 

u$,A,3 ziz 204 (mrm ci alo is Nay 1993 

cited in the applicstion 

US.A.S 259 SSd (KEEFEB U AL) S October 
1993 

Cited in the anpltcatioa 



1.2.4. 

6-16.18. 

19 



EH 



Punker <i(xgnKEa act uxM Uk < 



'(X* 4a«nitr.ttftimt»innjliMgnnkUK<Aihn(»«t 



na«E«iliMitdtyiai9Kialniii$eiHlflliiiKM 
y diit ins nirr H wnwn Ac MdhokM «ui 

BHd It wi«ptiwl«W|iiiiiM|«i « dHay wifcitiiici^ 



'JT OH M Ufll K f Bilte w iliif wlwMHg Hat amaBdlywntiw 
nwta HiiHimn flip wlHB ilH<!K«ni>i[ KUMi jJ«iK 
mHWnnMCmltBiiniiilvc u iir>tu><ii4>>!i»>eVi> 

BoeimM wt ranituwd Mtfa «ais <v ist^ 4Cb£r wfib 



IXito of iM actnu cnK|(cH)ii of UB uwnaKW HiKb 



IMttliuaiDtettii: laBifluuaMl K it ai m e a 



Gun ocas RKntOffiic. P,B. StH IMMhukt 
NL- taa MVJUiwJt 

Til. i-rM-ttt IM'lUi. Tt. » 4t| on 11, 

F■lC{'^3l•1nW3«K 



nm KI/BMH SMtMit ikBir M)> imi 
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10-509181 



INTERNATIONAL SEARCH REfORT 



PCT/WS 95/15381 



US./US 185 376 \bmm ET AL.) 9 February 
1993 

citfi in the 

US»A,5 208 233 (KCEFER ET AL.) 4 Hay 1993 
cited In thfr eppMcation 



US»A,5 155 1S7 {KEEFER ET AL.) 13 October 
1992 

Cited In tha application 
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(45) 



iraS^ 10-509181 



ESTEEXATIONAL SEARCH KEPOBT 



PCT/IJS95/ 15381 



Box 1 Obtet'vMioiH vbrn sxttrnt tliiw* «rtrc foiuid uuKwtlia&lB (CaMinuatiait of itaii 1 «r<ittt ll<«cl> 

Tliu inwAKkiBiI Rirtli npen b» i»( etc nonbHiked la niptct orcntiindani inJkr AitUi n<I]tA lor liie Ml««^RS rai«ii: 




bisauw ihtjr nl>i« lo sibjcti nraiifr mi tt^ami w la «KlMd bgi tUi AudiBiicjr, ihkIjc 

R^ttarK: Althaugh all clatns ars directed u a nethod of trMtiMbt or 

(diagnostic inethod practised on) the humu/anlnal body the M«rch hu been 
Carrie:) out 4Rd bdsed on t^ie alleged effects of the conpound/CMiposltlen. 

ClauntsNos.! 

(xnoine iiiey n)«* m p«u oF ih« iMnntMoral ippkcibni <htt do wM aon^jr *IUi die pnmibtd leguinnmb M f Dbh 
m ntVRl Ikui v^iinliiefiil lEHa'AmEiDdil jeiiclk can fat Btf L'ltd out, ipQclAaljFj 



bociaar thtj arc (fcjKnici* cJajms inl ire nst SfS/US 'h aSWftjhDt *nK »!t mMlJ a?J t(i»4 (sntctKS «r ?lir» «,KSS- 



Box II OHerrrulma wilty «( Invcntin) ii Jachwg (Cointiinmtnq if Kcip Z «C Sm ttn^t) 



Tills taRittuoKAL IcuflhlRf; Aintaniiy iowid iiKdiipte invDRiMnF in 4iiF iiiKni^oiai jppfKwiv k folivws 





3. rn AS Bit Hvclidig ebinKWHit nwhct ivMi««l«lhK)tiNfyiiu|3niMKl*|ial fee, oih AumkqFdiil lulinvilr [ujnwiil 
— gfMiyadWiaaiaJfH. 



RB iinit only ifanw dwisii for ^iIkIc ftti «hi p*ld, j^Kilicfily cUImk Nuf .: 



«. I I Nil nq/mni iddilkna) lunti tm f>ti» URIily ptiit l9' Hf arolieauL GMiKswUly. tku inliEiuIunri <ai«a icpaK M 
— FMBiEMd le tte iMirfdii fictt ntniiwed M lll» cl*liu; it » mtrol tif cmna |«mj 



Thi ftddhlcfltl fmdi fm vcfe tsnntj^MM fay tf->»apF4K«nL'i pfotait 




Pom PCT.ISAnio (uMlnuKion si niK then (ll> tuitf IVM) 
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iNTERNATJONAb SEARCH KEPORT 

I. ^tittxn on Diknt ruulySKMO 



PCT/US 95/15381 







Fttcitbniilj 






dale 


!ni«ba(i) 




CA-A-21061M 


15-^3-95 


HONE 










fihi- 




18>11>93 














AU-B- 


2Gfi9992 


03-05-9} 




CA-A- 


2119572 


15-04-93 










13-67-94 






vr 1 


7502255 


09.03 '95 






US-A- 


S366997 


22-11-94 












US-A-5Z1Z2M 




AT-T- 


1)3961 






AU-B- 


637845 


l{).0$.9i 






AU-B> 


6621 UG 


16-05-91 






CA-A L 


207^388 


19«04<91 






BE-D- 


6902S336 


*V 






EP-A- 


0501975 


{»-09-92 






JNT- 


5904766 


22-07-93 






l(0-A- 


9106551 


Qi2-^-91 




AC fl9 


IIS-A- 


51SS137 


J.J IV rft 




l>ID-A- 


9426415 








AO-6- 


6M739 


02-36-94 






Au>e- 


$712^91 


15-04-92 






CA-A- 


2091994 


£1-03-92 






EP-A- 


0SM7O4 


07 •07-93 






JP.T- 


6601686 


24-02-94 






UO-A- 


9205149 


62-04-92 
















m-h- 


" 6675? 


14-03-96 




AU-B- 


2608992 


27-04-93 






GA-A- 


2119762 


ei-e4-93 






EP-a- 


9658167 


22-«6-95 






JP-T- 


7S03Z31 


66-04-95 






WO-A- 


9385773 


61-64-93 






US-A- 


5639705 


13-08-91 




AI-T- 


130191 


15-12-95 






All>6- 


636499 


01-07-93 






AH-B< 


«fi22.<9e 


18-04-91 






CA-A- 


2666469 


16-03-91 



nmttatUtiat «M»n amiK linal (Mr IWX 
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(47; 
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INTCRNATrOJAL SEARCH REPORT 



BSlbllBHlMW 



I PC 



PCT/i*S 95/1S3S1 



PttbUcttiari 
due 



US-A-5Z^233 


M-D- 




21-12-95 


EP-A- 


0491864 


01-137-92 






7698747 


25-10-95 




JP-1- 


S5G140Z 


18-9»-»3 




M-A- 


9164022 




US-A-51E5137 


13-10-92 AU-B- 


649739 


02-06-94 






87123S1 


15-94-92 




CA-A- 


20S1994 


21-D3-92 




EP-A- 


0546764 


07-97-93 




JP-T- 


6561 £86 


ii-QZ'W 




UO-A- 


9205149 


82-94*92 




US-A- 


52S0&50 


0S<lD-9} 



KmlCWiliaitliNiaHaMV mat Mvk'lWtl 
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(51)irn:.Cl .' 



F I 

A 6 1 K 31/70 
33/00 



A 6 1 K 31/70 
33/00 

38/00 

C 0 7 D 295/22 



ADU 



C0 7D 295/22 
A 6 1 K 37/02 



ADU 



7 



EP(AT. BE, CH, DE, 



DK. ES, FR, GB, GR, i E. i T, LU. M 
C. NL, PT. S£), OA(BF, BJ, CF, CG 
, CI, CM, GA, GN, ML. MR, NE, SN, 
TD. TG), AP(KE. LS, MW. SD, SZ, U 
G), AM, AT, AU, BB. BG, BR, BY, C 
A, CH, CN. CZ. DE, DK. EE, ES. F i 
, GB, GE, HU. ! S. J P, KE, KG. KP, 
KR. K2, LK, LR, LT, LU. LV, MD, M 
G. MN. MW. MX, NO, N2. PL, PT. RO 
. RU, SD. SE, SG. Si, SK, T J. TM. 
TT, UA, UG, U2. VN 

7.. 314 

7 > M 5*7^350. >'y-^>K+H 20617. 
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